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i t^-raatiB^j* e> & , hip u * ^o^mw-^atfe^D r 3 w 7 n ^ - 

[BtJfcE 2 ] 

D R 3 mtt<7)MWimife&frhmz-'C- 380bp 1 8 0 b p CpGE 

[If 3 ] 

D R 3«^^>a^H*&^feSfc^^- 380bp 180bp K^fci"* C p GE 

nit, T v;v#^^lc^^;Hb$tL-C^ 19, - 1 8 0 b p i *9 &TDft<£>C p GSB^iJtt^ ^ 

[fit ^ 4 ] 

DR 3mfS?-cO-7°n^-^-«^«i-^^* < V^-f- 
* tt £ p< f - Mb v h v > <£>^$ft * *fl * <» * * M^'fv-t^fMb 

[IfJfcJB 5 ] 

t i:*»tM S i ^ Ctt5£$tit:v^ i traits » ^« 4 K!B*02pJ£* ? h 

tuv^, * fen, *<D%m^m&*mirztmfcir&zt*mWitir2>m*m4*iz 
«i:*jtis!-rsc:fc, 4^»±. ttEfflw^iia/cDR 3 atfe^^^n-t-^-ig*** 

COflJ^^'&o 

[!t*H 8 ] 

±15 D N A ^ilg ^ J: * ftlt® D R 3 itfS^ yn^E-?- ff i$ £ , ^ f - Mfc#* 
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^-v: 2/E 



69 y 9 4 v - * S v> f - 7 9 >f ^ - flMWfr JB v* tz # V ^ 7 - 

*ftffi 1" & ^ -f- MMKIMfcttHe i: , 

$W L/: D R 3 Ife^O^n ^ - ^ - f ^(D^ f i , 5fct8JfiLV 

10] _ . 

ff^Jl l^v>L3 tfXsr 1 £ SB«tO # V * * V * ^ K <0-«B * 7 n ■=£ - * - 



ffifE# 2004-3122722 



#M 2004-247525 



1/ 



IffMl 

H«n;£i^ (rheumatoid arthritis J^T TRAJ fctv^) tt, ^t*^?)^ 
fcjfMk£jg|«L& tf 5 <b lift KMft U ^r&^-CiJcei- * fc BS«J <£>?»^» * 

F@f *o»teSjs*«3*-/|JM-C33%, i2^-Bm±^i3V^T^88%flK (# 

©**iI?re*So -^W«^Slf^T^^v^»-t?(±. ^7-n>f F#L«|g (NS A 
ID) *&#U ?t»if^T^^^i±. N S A I D fClDiT^Atftft'J f * ( 
DMARD) &o tCRAft©ti)l8^i^ *3£»Wf ^T"T - t t±ffl«fC* 9 > 

NSAID^4U jga*Mtc«SL***fe01R?»«r^tr^ , ^^^5 

Jtt2tli, »§P«<b^\ v^otr^ W^-^v^:I««R 
Alt* i W©lif CM L t»t ^ 1 1: i *K M»y ^fofflfe?*%l 

(1) vOntf7^ W-#-DlS21433J:cK/£*:SiDlS253^ 
>f ?V ^^Xi-^DNASB^J^^±1^>^^^**>^^«^"^M^ 1J **^«>*£<* 

(2) ui8Mf«> ^ ^tT?^ h^-a-Dsssse^w^v ^Xf^DN 

A SB^iJ ^ ± 1 "t > ^ ^ ;v ^ JBJLF*3 CliSi" SHfiiS'Jfvf W^llfe^o 

(3) t hXlfe-fefl^X vOntf?^ h-7-*-DXS1001. DXS1047. DXS1205. DXS122 
7i3 J: If / f fc 14DXS1232**' W^J^WDNA @5?iJ rt> £ ± 1 ^ > ^ * ;V # > & 
ttH-t * Miff f - o^MCTo 

Mia (1) O^BM#«^CM#^^^-*-DlS214i3j:tFDlS2530^MM^«^i: 
L-C (death receptor 3 : TDR3J £ fete rDR3itfe^J fc 

>)) \mf, m.% At RAifi©Mi:DR 3 oapi®f>t«#i» dr3**ra 
k # it & ask w-s-fltfc^* * ^Ltv^„ 
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[0007] _ 

[#fF» 1 1 #PfW 1 0 - 5 1 3 2 5 7f (<2rP 0 : ¥«1 0^1 2^ 1 5 H) 
[#ff»2 ] H^<2rWWO 9 8/ 5 1 7 9 11" (BK&^H B : 1 9 9 8 ^ 1 1 J! 1 

9 [#fF»3] SR^rHIWO 0 2/3 4 9 1 2 (H^WS I 2 0 0 2^bB 2 B) 
[^Mll ft*, *73*, *3*. S23-27K, 1991^ 
[^#^^2] V<7"^> £39-^ £2-^ #444Ki3J:a f *445X ( 1 9 9 9^) 

^jyyUyKiS^T, 4V ADNAK^J#fc#3£-f * 5' -CG-3' DNA (&T 
, TCpGj Sfctt rCpGSB^iJJ *B#TS±> (G) <D5' 

tttayfy> (C) #7fMt$IUl»^tv^o toCpGO>f« 

[0 0 0 9] ^ _ . 

0 1 ° J ~ ^ 

RA©ifJ4ttei 1 i:fx.f)tL-CV^±^DR3(:ML-C > C<75CpGO 
^ f- JWfcRflB c o v> t W § *lt & v» © * & » 

-e^-T^iL^te. ±lBDR3«7 0 n^-^-««i:^T, * O C p G mm «0 > ^ 
[0 0 12] 

«P^-it^DR3^)fllRPS^4 (^n*-^-«***tr) ODNA 

pifMW^o^o -e<«*> d r 3 mi7k=F<Dmmmm& (atg) o±««-3 8 

ob P — isobp «t^Cp GSB^J^Tv;v#^^^^Mb^fei-^-t> 
•etT *;K.J:i)T*<0CpGE^ov>Ttt, ftffX^RAlf 

[0013] 

S&fc, £©WRW$&jfiCJ: ^0±M(omM(O^~^^y^m^^-oX^ -3 8 0bptt 
jai:TCCTCC*f-7om*ISU c p G12?iJo7V;vt^^f;Hti*i- 

[0 0 14] 
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T -e^l 7 Of a^?)il 7 5f SOt*EW> ^ttCSfc^TCCTCC* 
-^-7«$;U ifTCCTCC ; ef'-7«(7)CpG^J«-ll5t±, 7 v;v#Hlft^ 

[0 0 15] _ ^ 

[0 0 16] v , . 

JifBOtffD^V^m, DR 3atf5^-<7)llMBi$n*^femx.T- 1 8 0 b p i H 

<0 7° n - 9 - Hit/W 5> *l S o 
[0 0 17] 

£ £ _hfBO *° V % V * *f- Ktt, D R 3 jlfST-tOfllRPi^^^ ^tx.t- 3 8 0 bp 

i s o b p \zft&-?& (-r%t>%, wm^i K^-tmmmwM n4#@^^ 

nobpif) &tm<d i£^j#-^i ^-rmmmwm3 i 4#a^^ 

D R 3 mfSi^ 7° n ^& - ^ - ^ j^^Wf «b tt & 0 
[0018] 

^yn^-^-f^o^f MfflXi t , ^ffiiflL u y f m& h mi l tz d r 3 at w o 

[0019] 

mmv mmmm] fc^±^ (ra) ^^-ts^k 

^-rfitn^v^ ^pjfgi4^it^«tLffij-RA^^!9^i-<, mzm&mtm* 

[0 0 2 0] 

_h|B@fi^J#-t 1 ^«*@E^JKi3tf&^3 7 4#a*^^ 5 6 4fift 

55: is, @B^iJ#-^l ^^^L*lB^J^*5tt*»3 3 6fg^^i5 6 4 #g <£>&*Bfi?!ltt. 
D R 3 otfcT^ "7° n ^6 — ^ 0 , SB^iJ#-t 1 ^^1"^*^ K:&tf&&374# 

S^^^ 5 9 2#gcoM@B^iJt±, litSCilt*^ 
[0 0 2 1 ] 

R 3 jt-fS^-^yn^-^-^itO^^MbM^ ^ffi'lfll^ >^^itL^DR3l 
[0 0 2 2 ] 
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[0 0 2 3 ] 

h $m l d r 3 xi^-v-mM* iiiitMi^i -e * tt-r^s u , 

^--^mfite^i *niiiii£«DNA±iil!gXfIh, ±IBDNA±iteXfl^^3V^T. JisB 

d R 3 jl-fST-co ?°u - ^ ^ f - Mb#Mift ^^f^-*s^i4^f 

-f 9 ^ ^ _ a) $q tt * ffl v > tz *° U ^ 9 - ^§t K fS "C ±i ffi $ tt ^ £ ffi -T £ £■ fc -h bB 

DR 3«^O^n^-^-fIitO^^MM^*^mt-^^^MtM^ffiX^t, X 

l /- d r 3 mi^(o 7°u^-?~ m&<r> * f- t , mn^ v > h wm. l tz d 

10 0 2 41 _ ^.^^^ 

XIBDR 3«fS^-c0 7°n^-^-flj:tO-f!l^ Ltli, @£^J#^" 1 ^^"t«L*K 

[0 0 2 5] 

$ & ±|BOfiJ^-fttr{±, iltti/: J±vf Rftfll V ^°»k«.L;fc D R 3 as. 
[0 0 2 6] 

*fS^-^flfXPS^^^S^x.T- 380bp 180bp C p GIB^Ji±. ^ 

f-;Hb^tL^«^^v^±#^^;Hk$tt^m^Mtt^<7)M-e*)«9^ — l 8 o b p i 
[0 0 2 7] 

[0 0 2 8] , 
[0 0 2 9] 

^j^w-r^i tm*. ^i&^^^u^^v^^Kti, wrap; *^*>iMtf 

[0 0 3 0] 

tBfiE# 2004-3122722 



#® 2004-247525 



^— v : 



5/ 



[0 0 3 2 ] 

[1] ^?tm<D^V % ? V^-f- K^OV^T 

17 0fB^»17 5flOi*E5!l^ $«tttifc^> T C C T C C * f - 7 
J£U ifTCCTCC©WPI©C p GKBlO-SBtt, T ^MtSn 

[ 0 0 3 3 ] 

±.mmm^- i 2 ms«o u^a fijfcw was »; 

f^SH^jl^H, DR3 0«iUB#ja*9JhilEtf>«tt (IliRH^ (ATG) 
©7f-yH 1 b p t Lfc»£\ - 5 5 3 bp*fe-lb P^-««S : TDR 

Mfpi^W^i^, -©DR3 ©±IfJS?)- 3 7 9 b ptf*<b- 3 8 4 b p 

7 0#B*fc*l 7 5f@tWl« "Cfc* I"T 
CCTCCJ D R 3 aftfOKfitttH*'* T C C T C Ctf - 7 tf« LTV^ 

[0 0 3 4] 

t T C C T C C *f - 7«t i H Tl 3' <7)«;C9it 

[0 0 3 5 ] _ -j.^* 

4 |1C1± ^ ^ v^-f- Koa3feSB5II*7p-*"o HI 1 Wtai 

iS^nck, DR3«^O^V>l (exonl) tfftUV^DR3«is?OflR 
[0 0 3 6] 

-e ib^j#^- i ^1-* C >; * * v*^ F@a^ij^i3^T. #i#B*»fe*i 7 3fgtw 

«k*A««, *1 7 4#B*<b*3 7 3fgtt«*Bm *3 7 4fl*e.» 
5 9 2#B£T<E>f£JS£C®&fc , t*o 0 1 iCTisi-mftSB^J^^^T^ **rcn^ 

^^ , t«*K^*=*^-rJi. i3 3 6fB*^5 6 4fBlti:ffi 
^) l± 7°u^E—? — 4 yTs^P 9— (Promoter Inspector) i:iot7n?-^-i: 

[0037] _ 

**V*^KK-££ih.&CpGEy!U TCCTCC^f-7, ^ V > 1 (exonl_) 
IIIRIS^ (ATG) , *3«fct>\ A • B • CO#W^/PttV^o H 2 P^i" 

[0 0 3 8] 

-C-LT, mi j3i(^!12^^-r^ , J^^ 1"&;b*>. IB^!l#^- 1 l-^-*-tt*E 

V^Kfi, -£tf>BB?!)*<Z>£2, 3#@. i5, 6fl> §34, 3 
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5 f@, i6 5, 6 6fB,i8 8, 8 9f @, i9 2, 9 3fg,il 3 7, 138# 

1151, 152fg, tl 8 7, 1 8 8fS,il 8 9, 1 9 0 # B , ffl 1 9 6 , 
19 7f@,*2 5 1, 2 5 2f@, *2 5 8, 2 5 9f i2 7 0, 271#B.% 

3 0 0, 3 0 1fl>l317, 318fl,l3 2 2, 3 2 3f@,i3 2 4, 3 2 5 
fg, f3 4 4, 3 4 5#1, £3 5 0, 3 5 1 f@,I3 7 4, 3 7 5f@, f3 9 5 

3 9 6fl, »4 0 1, 4 0 2t@,*411, 4 1 2f I, 14 15, 4 16fi, 
fM21, 4 2 2fg,i4 3 1, 4 3 2fg,|4 3 5, 4 3 6f@,f4 4 2, 4 4 
3 f@, §4 5 3, 4 5 4f@, 14 5 6, 4 5 7f 1, «4 5 9, 4 6 0#B,fM6 
1 4 6 2HB. 114 6 6, 4 6 7*1, i4 7 5, 4 7 6f@, i4 7 9, 4 8 0#B 

£4 8 1 4 8 2fg, 14 9 3, 4 9 4fl, »5 0 1, 5 0 2 #B , H 5 0 4 , 5 
0 5tl, i5 17, 518fg,i5 2 3, 5 2 4fg, i5 3 8, 5 3 9f@, 15 

4 2 5 4 3fg, ^5 4 5, 5 4 6f@> f 5 6 3, 5 6 4f @, f5 6 7, 5 6 8f 
B. 11 5 6 9, 5 7 0fg, 15 7 7, 5 7 8fg,«5 7 9, 5 8 0f@,i582 

5 8 3fg, i5 8 8, 5 8 9fl,f5 9 1, 5 9 2f@^ W^C p G3B?fl?:t 

[0 0 3 9] 

e>»ta s titz d n a „ ±=sd r 3 M{tt<D±mwM<DW,m *wm u Jisa 

[0 0 4 0] 

Jtvm^ A**i:ov»tli, RAJlfHi:, ^-co C p GIB^J^T ^ 

mmcvGmm, r Ait©*»v w?w:d r 3 ifei 1 ©! 

imM<DC p GIB^JKo^Tte. ^MfM»*o/:„ ^tt^MLT. RAlf 
JHIffl» <b ttffi $ tL/c D R 3 C p G IS^iJ, £ J: U>\ R A m^V# 

mas v y^m- h mm $ ti?z d r 3 ^ jcMf^eo c p g bb^j i^^ts, _l*el<d 

[0 0 4 2] 

R A f^^?tmm» <b «.£ tL/^ D R 3 MS^^i^W^^K^J^ ^ & & & 

aboT, DR 3&te^fliRI?B&&^k&xT- 380bp 180b pCftt^C 

pGK^iJ (1" BW^CpGIE^iJ) C7V^#IW*^^Mt»L> -18 

Obp i^T-^CpGSa^J (1"*^*,. C«OCpGm^iJ) i:ov^UfMtt 

[0 0 4 4] 

sii^&fcafc^fc^w&i s 0 fit, ftfti^RAitomy^^' 

3 80bp 180bp Kftft-tZ C p GSE^iJ 

;b*>, BH^C p GBB^iJ) C7V;V!|I»^^fMI:mL, -1 80bp±HT 
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i©c P G sa^ij (-t * t> *> , c»c p g mb^ij) j±^-c* * * )vmm c^^u 

1-&a£E?»J 1)0X^0^ DR 3 jWS^-OSllRPi^n^^^i^xT- 3 8 0 bp~ 

- 1 8 0 b p «£«C p GfB^iJ ("tfcfc^ BWCpGE^J) C7V^*»4 
pifMOTfit, - HObpit) iTSoC p Gi£^iJ ("f ClUt^C p GIB 

[0 0 4 6] 

L A D R 3 ^ n ^E-^- ^jfto > f - MfcttJK ^ 5fcfiSJfo 'J > e> f« L D 

o 

[0 0 4 8] _ 

DR 3mf5 : T-<7)^n^-^-fIitO^^;V^K^^^v>Tl4. ±1©^1- ttlt^ 

^JflLU >^°^^^«L^%co^^l4^-C<7)C p GS?J^^fMM^*o^o 
-^k RA ( it<^»^li> ifIIM^^tWU^DR3af5T-0-7°n^-^-M(7?^^ 

[0 0 4 9] ^ , 

3 MittO y°u^-$ -ffl$L<D * ^MMftf^> «I 'J fcJM* Lfc DR3tfe 

[0 0 5 0] 

[0051] _ 

-«f:MLT, R Alt tftf f ^Flt^©^ f ;HbtiCl^#iI$ Jif: 0 ^£ 

RA^iLtv^v\ *fcl±, RAOHSnIfg14t4tev^*lJ^L, #M ;Wk L & O 

[0 0 5 2 ] , 

^_£^ u ^<7)^^;Hb^«J^J:fc«c-r^^J: ! 9»«{4^^^^0^. 5fc*gJfiLU 
>^3$* t> D R 3 A&^o -mm^nir 2>>&m&% < & & y-y?)V<D 
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[0 0 5 3 ] 

& is , *° V * * V * ^- K * C p G Sfi^iJ <& * f - ^Hbti i" * o X 

(bisulfite genomic sequencing^) (Clark SJ, Harrison J, Paul CL, and F 
rommer M. High sensitivity mapping of methylated cytosines. Nucleic Acids Res 22 
2990-2997 (1994) #M) , MSPS (methylation specific PCRS) (Harman J 
G Graff JR, Myohanen S et al. Methylat ion-specific PCR: A novel PCR assay for m 
ethylation status of CpG islands. Proc Natl Acad Sci 93, 9821-9826 (1996) #H) 

[0 0 5 4] 

ov^it it (3) <ry&\z&^xmm~$-z>o z<ojjm±> ji^oms Fmzmm 

[0 0 5 5] _ 

[3] «©RA©m £/cJi, -e^^nrfgtt^^J^i-^WS^^ MCOV^T 

<7? ^ f - )vm%m t , >; w< <b « l £ d r 3 afsT- <?> -? u * - * - ^ j 

<DX&Z>o 
[0 0 5 6] 

Kfctt, t f R AfefeM^lfe?- D R 3 ©±If i©^^ < k fe-fflJO- fc'**l*i-*o 
±13 *°'J5^Vff FfcUii, 011 a. «\ @5^iJ#-^ 1 Ic^i-ffiafeBB^J tf> fb & & *° V * ^ V 

[0 0 5 7] t , , 

DR3©±l«i±> ±a©iM- A«- B«- Cfi^lt^itv^^, 
o 7 C flit Cov^tii, flEflrsg- kRAIfk-Wf MfctfcJK 2>c\t «al $ 

% o * o c p c bbswm *-/Wfc**fB-e* o *: t- *> <b t\ 4 o 

[0 0 5 8] 

L D R 3 Mitto y°u*-t- W&<o * * MkWM t * &Wt1r R A o 

[0 0 5 9] _ „ 

aifE# 2004-3122722 
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[0 0 6 0] 

>> t> ^Mf;Hk#Ifi^7-f-7-J fcl4, C p GSfi^iJ^r^*-r^DR 3 <D7U^ 
-^-i«(:^LTW(:T--'J i ^ f£ft£ ti/c* U =r* * V^f- K7V>f 

[ 0 0 6 1 ] 

i^»>t, ^fMl:!|I^7^^-J fcfc^ C p GIB^^Tl" &DR 3 
W v — "C & & o 

[0 0 6 2] o _ , 

t|j 0 7*7- K7*?>f (Forward Primer) i3«tO f U^-^7*7>f^- (Re 

verse Primer) _L1B^ ^MfcC p GUnT^n^- 9 -««fc«p*»^T-- 

[0 0 6 3] _ 

_tlB2M ^ /Wb#Htt 7'7^~ £W fc LT (4, DR3 itfe^O -y n * - * - 

^^•-T S7"5^7- £ W 2, £ # * o 

[0064] o 
_t|B^ f - ;Wh##llft 7"7^-v - (D^m KM t L T 14. D R 3 3tfc^<A 7nt-^-# 
MKjfte-f& C p GE^!l*^tri!g*^-rs*V * v*-^ K^-fv-^ot, ^ 
fffltOC p GW&\teWft2tifct ^oCpGETOOC (->!->» {4T (^ 

[0 0 6 5] , , tJ . 

@fi^J#-^ 1 ^^-rm»@B^J fc*5tf*#374#Ba>&#564#Bt Wffl*BByiJ «H 

7t7->'^9>fv- (MF3) : GTTTTATTTG GTTTGTTCGT TGTC (BB?!)#^ 2 ) 
'J;t-77 , 7 / f'7- (MR 3) : CGTACTCTCT ACCCGTCGTA A «B?iJ#^- 3 ) 

[ 0 0 6 6 ] 

7t7 _py 9 ^-7- (UF3) I TTTATTTGGT TTGTTTGTTG TTGTT (@B^iJ#^ 4 ) 
'J;N'-^75-fv- (UR3) : ACTCCATACT CTCTACCCAT CATAA (WM^ 5 ) 

[0 0 6 7] 

friz, &&w<DWfe*y * ±&<D*mMtefrfr%RA<D%mttiii$&mvsm 

[0 0 6 8] 

(1) DNA»Ig 

miE# 2004-3122722 
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[0 0 7 0] 

[0 0 7 2 ] 

BUS*: LT & i^o 
[0 0 7 3 ] 

[0 0 7 4 ] 

(2) DNAiiifilf! MJJ _ , „ 

JDNAlfrli, D N AKJ*BXSH ± o T±ite$ ft* o 
[0 0 7 5] 

iODNA±tiliMX©ii. ±|BDNA3E&I«K J: i?4*e>*U>, ^MfMtyfv>^^ 
<DZ*X*$>&*?- Mfc v h v > £l§rt> D N A Writ £§>M ^;Wb##Hft ?V >f "7 - Srffl v^X 

, tfv j^-^mmB (pcr) « ^itims^xe-c&tufj: <> *-*>4fe«>*#tt 

ft^llBDNA^ip&XS^ii, C p GIB^f^ fy>^7y^«*L/:^§ 
#05£*y ti^ ^ f 7'7 - *I v^f: P C R C J: «9 . ^ttW 

f^ij^Ov > yy^^^y^^t^tLt^^^C p G^DNAWfJt (i^T. **Mt 
C p G^f DNA h~f2>) fcW*»^T--V >^ (ffiW) "*"*o Lfc^oT, XgB^ f- 
Mb#i»7'5 - v>fc P C R (: ± o t, ^f-Mfc^tt^C p GBB^JW^DN 

<75MF 3 is ilflMR 3 ft&PRi^htL&o 
[0 0 7 7] 

^DNABfJt (J^T> ^fMkCpGttDNAfctS) ^ ±iB^Mb#*W"7 
[0 0 7 8] 

-f-d-e, XfBDNAiiiUXST^i^r, XI2D N ASStftXSK £ «3 # <b *i* , #M 
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y 9xf v -^ffiv^r^U ^ 7-«RI& (PCR) « Diite$*&xeSr#^v*4 

o 

[0 0 7 9] 

ZtiKZ*), f Mb^»^? >f -r - *fflv»fc P C R t li, *^fMfcCpGtt 
i o ° Ik 1 > f - MMfllift T'^-r-^i^Mf Mb#H ^5^-*ffiv>fcp 

V^jtPCR <7)W^-e D N A ifit^iiiPi $ tL* o 

[0 0 8 2] . 

|/ : >>t\ r^'i^7-MRSJ fct^ PCR (Polymerase Cham Reaction) 

[0 0 8 3 ] 

(3) ^fMb^tfiitffllS ^ „u>~*mi-r 

ST^^IJfliSttSo iO^f-Mktfc^fflXgii. XISDNAiiteXfS^ioT, XgBCp 

*DNAItftf#J*MSft*:fr5;fr*ttffl1~*o itttCtJj, IgfiCpGtfDNA^S 
[0 0 8 5] . ,„ nT 

^m^mumtvxn, mx.i*> 77^v-^t*7^K t^f-^^K di 

[0 0 8 6] 

( 4 ) it^eX® 

JfcL P D R 3 ^6 - ^ - ^ MbM t , 'J > ^> « t fc 

at* j-^o'v> t % r a <D§&m * tz im&nsmi± ko^x <om te&trt>tL& 0 

[0 0 8 7] 

±|Sjt^XSHi3lt^*0^^^l-^> iIW^Wt^DR3 
[0 0 8 8] 

z tz *§&m<Dmfc%&K&, imitwxmvttto *) k, ntrntoMfrk «l^d r 3 
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% c p g sa^j^ f-Mfc $ tL^^ffiw 

[0 0 8 9] „ 

^ s ^ n ^ _ ^ _ |i ^ iz £ t ft & c p g mm * <o w * * * it > v > £ * -7 ^ ^ * 

[0 0 9 1 ] m ^ 
[0 0 9 2 ] ^ a 

[0 0 9 3] 

(DZLbfrb DR 3atfS^-^-7 0 n^-^-fI^O^^;v<kMco3Sv>^\ DRSslfeT-^ 
[0 0 9 4] 

^ ^,<0— HBtr^n^E-^-^i: UTft^ D R 3 jtfe^ *#tr ft <DX$> o imS^n 

^_ sRDRsatte^wafiMi&^fe^^-a 8 o b p — 1 8 

[0 0 9 5] 

[0 0 9 6] _ 

a ftOO^f-Mfc^^ft^^o -<^-H^, D R 3 atfE^^jE 

[0 0 9 7] 

2004-3122722 



#M 2004-247525 



fc#JR Lfc D N A K# 3 tLS D R 3 m^^mWM^ J: D ±mw«<7> p< f - ;v 
[0 0 9 9] 

(1) MSPftCi^^fMbti^ „ anjt 
M£«U bisulfitefeiffifk #ty^H^l#L/;DRlfe^W±«Co^ 

[0 10 0] 

(1) NaOHttx^ (DNA^-*ii:»^^*o ) 

(2) 3 7°Ct3 0^ttt^o 

(3) Sodium bisulfite (NaHSOs /hydroquinone (Ce 

h 6 o 2 ) (pH5. o) £3rax., ^;v*^J:^7? /flrr&o 

(4 ) 5 5 "COBfjfr^ 2 0B#Wfi<o 

(5) Wizard DNA Clean-up System^ J: aM&SSrfr 9 o (BUA^Wt) 

(6) NaOHtti^o (T^ftV^S) 

(7) 3 7°C-C~ 1 0^Si"^o 

(8) Wf^T^-^ A/EtOHfcirax'TlEWtlfflU J -;W£|$$£« 0 

(9) ^7X^W-T^o (bisulfite D NAWxft) 

& X tfh * f - Mfe#M W ^7^fv-ii, £1T©I *} -C* ^> o 

? * ry _ K7 » 9 ^ (MF 1 ) I TTGATTTTAA GTGTTTCGTT CGTT (SB»^- 6 ) 
,j n _ ^ ^ 9 >f v - (M R 1 ) I AAACGCTAAA CTACCTACTA CGACC (flB?!l## 7 ) 

AWiMfMttl»^7^f-7-: 

7*7-W>f^- (U F 1 ) : GATTTTAAGT GTTTTGTTTG TT (@B^J#^ 8 ) 
'J;^^?^- (UR1) : AACACTAAAC TACCTACTAC AACC (IB»-^ 9 ) 

7i7 _ K y^v- (MF2) I GTAGTAGGTA GTTTAGCGTT TCGC (@B»-r 1 0 ) 
'J^-X77^- (MR2) : CAAATACCCC CTCTACTCGA C (@B^J#-t 1 1 ) 

7 ^r7_ F ^ 9 ^-7_ (UF2) : TAGTAGGTAG TTTAGTGTTT TGTGT (@B?lJ#^- 1 2 ) 

y 9 ^ (U R 2 ) : ACCAAATACC CCCTCTACTC AAC (E5II## 1 3 ) 
C»^fMfc#lW7°7^-7- : 

7 *7-K^9>fT- (MF 3 ) : GTTTTATTTG GTTTGTTCGT TGTC (Jgffl&& 2 ) 
ljA _ X7 ° 9 ^-7- (M R 3 ) : CGTACTCTCT ACCCGTCGTA A (mm^ 3 ) 

7i7-F77-fv- (UF3) : TTTATTTGGT TTGTTTGTTG TTGTT (|B^J#-^ 4 ) 
ij^t*?^- (UR3) : ACTCCATACT CTCTACCCAT CATAA (@B^iJ## 5 ) 

Zfz, PCRi:wtli, 9 5°C- 10MI^o/:f, 9 5 TIT? 1 5 5 *CT 
1 ^7 2 1 5-^ 4 0 t 7 Jl^I lb, f«t> 7 2°C- 5fr<Df8kW*froteo 
[0101] 
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^oiillll3 (a) , (b) , H4^-To HI 3 (a) li. RAlf©*ffi 

jfiLV y^tTODR 3mttv±mmmz.^r^ @3 (b) w\ RAm^<^#ii*ffljfe 

4t#Mift:7°7^-£ffl^TDNAiiiPs£tT^*I^ 

fi „ > f - ;Wt#M Ift "f 9 4 v - £ JE V* -C D N A n "PI £ o O iife >t "C * * o 

I o i 0 3 1 

^^Mtt^^-Mtt(D m.fcwm *9 > * ^^©t ^ ^ t ti^-r c p g s 

[0 10 5] ^„ . 

Lt> D R 3 jtfST-ii. M-^OWSlflWS^I&ab-CV^v^ >~7°V > haafc^* 

[0 10 6] 

ife, m 5 ^(i. ±iBfcra»o^ft-c, RAitfi*©Mi> Msasi^^ 

^fMM*tfflL^*t^to 0 5-Ctt, (a) ^DR3Mi^<D±mWM 

^Af««*^t^t*»), (b) ^DR3stf5^0±Mit^^B«<7)fe* 

*^-rt<o-c*«5, (c) &dr 3 &&*(o±ffi&&*<ncmm<Dm&*7F-+ * 
o tfz, (a) ~ (c) t*v>tr, i ~ 3 te^Mti, mwmM&*2 

0 5 (c) fcjjrJ-CIHtt-Ctt, »»UaiSft*WDR3a^f : *J:0 f »R*iilV>>'"« 
[0 10 8] 
[0 10 9] 

R 3 stte^-iS J: Of R Alf©i M«S*^D R 3 *^f-0±«E«jjiO> ^MbM=%Pl 
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I o 1 i o ] 

(2) bisulfite genomic sequencing?^ i & ^ ^MfrKSK^tffi 

D R 3 *{S^<^_h»it1M<7>^ f-MfcjRJS*^ bisulfite genomic sequencing^ K ± o T 
ISMffLfeo fc^ bisulfite genomic sequencing'^*. ±|B <7>##;£iifc&-!fi^ K 

[0111] L „ 

3mu^^±mwM(D^^^mxm^^kmLfz^^7j<irmx$>^, (t>) ii> ram 



C«ttiMfMM^*l.i fc;**flMB3*tfco El 7 (b) ^-fid^ RA 

coif JjHlfflJEfiJitOD R 3 MHF-trte. Ai«l±^fMfc^^* > B*ttl±£M 

[0 113] 

(3) DR 3itfe^^V»lfflSa^i5^^^WM 

D R 3 i WR Alt ©MEl^^-CHIL tv^ *§^©ii^fTo /; 



fmm<DmKB,m z m&L?zmwm%frbm&* s mm 3 esc^mtu otc^ww 

J£ 1 R Am#^rfrm^^^^ra^*M^^W^^mT«^MT^ofco N 

o (##30i£ '. Hashiramoto A, Sano H, Maekawa T, et al. C-myc ant i sens 

e oligodeoxynucleotides can induce apoptosis and down-regulate Fas expression in 
rheumatoid synoviocytes. Arthritis Rheum. 42. 954-62 (1999) : #M) ^oT, 

[0 1 16] 

( 3 - 1 ) j&«rfev£K «DR3 OftW 
±|BO^-C^«Lfe R AA#<0»JltJlft»O*ft**^W LT5&aJfefeSr^TV>, DR3© 
fcfflfcfrofco ±«*tt»#*V >tf»ti:T5 5-FWL^ ftfttt 

^^jj-^^^r-if^*|fe*-r*fei6, 0. 0 3 %»l*f 3 0**IUo 
^-©^ Sir/tIf»^5*FI- 3@i ^LT^^U VkfeOXmte, ^3 EN 
VI S ION + ^r^ l 1 (Dako Corporation^ Carpinteria> CA. £fflV*-C*sfe ( 

##3CS£ : Miyazaki S.Yoshikawa T, Hashiramoto A, et al. ACTH expression in synov 
ium of patient with rheumatoid arthritis and Lewis rats with adjuvant arthritis. 
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Mod Rheumatol. 12. 206-212(2002) : #M) fctfcv^ fc«yfefe**rofco DR3^>^ 

-^dfcfcfctiffiDR 3#l# (Neo Marker^, Fremont. CA. *H) 

, -e©fta*iooM»iiu^^^ zti, mio (a) ±«u^» 

mm*K&\,*x, mm^mv >^w*iL/:it* i o o o«p-c«*u^«>^ 

m i o (b) ra»*i:T:ttiiyi«5ffic««Lfett)Riis* i o o ofin?«»tfc"i. 

[01181 
[0 119] 

(3-2) 9i7^^nybftCi4DR30«lii 

(##» • Yamashita T, Hashiramoto A, Haluzik M,et al. Enhanced insulin sensit 
ivfty in mice lacking ganglioside GM3.Proc Natl Acad Sci USA. 100. 3445-9.2003 

:#JS) i:f y/o ^ m^v>tDR 3 ^ v^7I^tHJUo — ^f/i 

#t£li'" #CDR3£rL# (eBiosciencett, SanDiego, CA, #@) «rfflv>fc 0 &M^> 
±&<D HHfeW-Jfc fc L T , DR3* SHHt" * JurkatlffiJfe * JB V> 0 

*©ii**Bll 1 I'^-to HIl 1"CI±n £^ <bJH ^Sample 1 , 2, 3 , £ 4 £>\ Jurkat 
«-e**o -hlSSamplel, 2, 3 14, ^^ftMM^ililtW 

,HlieW^, Sample 1, 2, 3©MW:^ DR3^^I©HI (58k 
D a) j&nHBStLfco 

(4) RAlf (OA) Iffc©DR30>fMMfate©Jfc« 

Ji^Wbisulfite genomic sequencingfe^JS^T, R AA#0»K*fflJfe (SAC) * 
t,»JRLfcDR3»^J:, «Ii (OA) IWl»^ilttfcDR3lfe 

*©tt**Hl 2^t« 4*, HIl 2Ctt, RAlfitfffl^*Wr^^ 

(pbmc) k*5v*t\ ra^^DR3at^to±M^o^^Mt:M^li-<^^* ! fc 

^1"o >^°3t (PBMC) ^«ILf:DR 3 Jtfe^ 0±«E«*^^V>Ttt, ± 

fc<Btt*fcHaU RAlf •llffHi:, A**l±*>fMbtt«, Bltl^fMj 

tCL l/ C Rl, C L 2 - 2/CR 2 - 2 14. $HtClv^^5^-1f*4. 
[0123] 

itm« (sac) frbmwvtzDRsmtt^^nmmz&^xte, RAitft*o 

[0124] 

^ tangle wt\ ±iftoMs pffi*fflv>t^fMktt»©ftffl*trofc, * 

<Dm&*mi 3 t'^-To HIl 3 0±8t*tMF I/MR!, MF 2/MR 2, MF3/ 
MR 3 54. V>fc^ f MfciRf *AS^9 'f v-t* ») , UF1/UR1, U F 2 / 

UR2, UF3/UR3i4, ^HlfcMv^M *-JMfc#*«I , /9 >f ^-f*5o tH 1 3 
£75"t"4 -9 MSPft^ffl^^il"^^ Jii&Obisulf ite genomic sequencing^* 

ttM)3gS*ODR3«CT^C^it^j3V^T(4, RAlftiCH^ 
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HollV, d r 3 *e^i±, r AB.m<oftmmm& * fftiti y l 

^o|§m«f££tL^e:h^^ ^©±5?**^ > h D R 3 mfz^-o^n^e- 
[0127] 

[0 12 8] _ 
[Ell] ^tH^C*****^ 1 ; % 9 v^-f- KOtt*BB2?!I*^i"BI'C*«>o 

[02] 111 1 \z7F^MMw>mfrhti:z>*°') % t y^M&*^m?£M^&2>° 

[H 3] **ft«C^tMSPfet:*v>T, DNAHMBXe^i-oTiite^tL^DR 

3 mtt<D±mmm<DDN AmKKwx* y r ? y ;vr 5 K^«»»»*tro ^ 

|§^^^1-HI-t:^*o ^*3, (a) (4R AifO*«'A'J >;W©DR 3lfe?- 
©±HWf^t^t|>^ (b) f±RAA#OrlH««ll!&fi*ODR3*fe 

[0 4] ^»M^tMSPSi:*5^t, DNAimaXgtioTiHtiStL^DR 
[H5] **IW^tMSPfei:*v^> DNAiiteXfM^ioTlite^n^DR 

3«^o±^«^DNAl/f>ir^^v^* 0 y T^y;vT5 K^*»attt«rtrofe 
M^^^flll-e^^o fc*3, (a) it, DRSl^ilfWOAiM** 
^fi©fi^ (b) l±, D R 3 l^OltWfOBW^t/Pt ^ ^-C' 
(c) tt, DR3&te*<D±mm®*OC&m(Dlfc&Z7Ss'ti><D-?$>Z 0 ttz 
(a) ~ (c) fc*3V>T, ^#^-e^i-m^l~3{i^tLW, 

^I6]*»J^tMSP^:J:ot, ftff hRAlf«i'J>^« (P 
BMC) Sl*ODR 3A{tt<V±mnM<D*1-MMm, RAMtOAl 

^■iovfflllffl^ (SAC) fi*(ODR 3*fef ©±tf «w>f ;WMt^^ti$ 

[Hl7] (a) t±> ^:^JfefS^^i"bisulf ite genomic sequencings (., 

*^i"ia"C2b*o (b) 14, ^^ifeMl'TTCi-bisulfite genomic sequencing?* I' ± 
o R Alf(7)fliS^*«DR 3 itfc^XMitO* fMEtl^tffi Lfc 

[H 8 ] ^^Mffl^^1"bisulf ite genomic sequencings^ J: o RAM«?h 

[09] ^«W^33V*T, RAm#^»WfflJfe^LT^ayfefe*trV^ DR3C0 

10] (a) 14. *^Jfeffl^^V^T, RAJHf OflUfti'J >^«f:#L-C*» 

ffi|E#2 004 - 3 122722 
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[nil] ^^m^^v^t, r ABM<oxfmm.mz&tf& d r 3 atfc^-os&si* * 

[HI1 2] *Ml^^t, RAlf^fWi (OA) ,|f^DR3±I 
Hi^c?^ -f- Mt^tll £ > bisulfite genomic sequencings^ i o c bH-^^^^^^ 

[Ell 3] ^ifcW^^T, RAlfi:»ttHfi5ijOA) ,|f^DR3±I 
W&Vtrfrttflm*. MS Pfe^J:o"T:P^#&*«:^i-ia-C*>*o 
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SEQUENCE LISTING 

<110> Shiozawa, Shunichi 

<120> A polynucleotide responsible for the sideration 

of rheumatoid arthritis and use of the polynucleotide 

<130> P160803 

<150> JP 2004-052495 
<151> 2004-2-26 

<150> JP 2004-112548 
<151> 2004-4-6 

<160> 13 

<170> Patentln Ver. 2. 1 



<210> 1 

<211> 592 

<212> DNA 

<213> Homo sapiens 

<400> 1 

acgccgggct agtttttgta ttttaagtag 
gtctcgaact cctgacccca agtgttccgc 
caggcctgag ctactgcgct tggccccttg 
tggggacgcg gaggccgaga gagaagtcac 
agggttgggg cgagagtcgg ggtggggacc 
gcagcaggca gcccagcgct tcgcgtgttc 
ctcaggtcta ggccgagcag agggggcacc 
cgcctccccc cgcccgccag gcgggccctt 
cggggctgaa ggcggaacca cgacgggcag 
ccgtcggagg gctatggagc agcggccgcg 



agacggcatt tcaccatatt ggtcaggctg 60 
ccgcctctgc ctcccatagt gctagaatta 120 
cggtactttt ggcccaacct cctccatggc 180 
ttgccctggc tctaccttga agtggttctc 240 
gagatgcagc tctatcctgt gcccctggtc 300 
tacttggcct gtccgctgcc gcctaatgag 360 
tggtcggact cggttgggct cgggcggccc 420 
ctcgacggcg cggggcgggc cctgcgggcg 480 
agagcacgga gccgggaagc ccctgggcgc 540 
gggctgcgcg gcggtggcgg eg 592 



<210> 2 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> . , 

<223> Description of Artificial Sequence: Artificial 
Synthesized Polynucleotide 



<400> 2 

gttttatttg gtttgttcgt tgtc 



24 
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<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 3 

cgtactctct acccgtcgta a 



<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 4 

tttatttggt ttgtttgttg ttgtt Zb 



<210> 5 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 5 

actccatact ctctacccat cataa 



<210> 6 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> . 
<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 
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<400> 6 

ttgattttaa gtgtttcgtt cgtt 



<210> 7 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 7 

aaacgctaaa ctacctacta cgacc 



<210> 8 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 8 

gattttaagt gttttgtttg tt 



<210> 9 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 9 

aacactaaac tacctactac aacc 



<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 



24 



25 



22 



24 



<220> 

<223> Description of Artificial Sequence: Artificially 
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Synthes i zed Po 1 ynuc 1 eot i de 
<400> 10 

gtagtaggta gtttagcgtt tcgc 



<210> 11 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 11 

caaatacccc ctctactcga c 



24 



21 



<210> 12 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 12 

tagtaggtag tttagtgttt tgtgt Z5 



<210> 13 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 13 

accaaatacc ccctctactc aac * 6 
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[07] 
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[Hill 



Mr- 58kDa 
Sample 1 Sample 2 Sample 3 Jurkat 
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mm] 

* m 5£ * h is i TO ft * iltt * o 

[#*^«] hit, Mtu v * ^ f«^,li4ife^ d 
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